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[4110-03]
SUBCHAPTER H—MEDICAL DEVICES

{Docket No. TTN-02551
MEBDICAL DEVICE LISTING

Final Rule

AGENCY: Food and Drug Administra-
tien.
ACTION: Final rule.

SUMMARY: This document sets forth
the procedures for the listing of medi-
cal devices under the Medical Devices
Amendments of i976. The rule estab-
lishes who must list devices, the times
for listing, how devices must be listed,
and other necessary procedurzl re-
quirements.

EFFECTIVE DATE: October 10, 1878,

FOR FURTHER INFORMATION
CONTACT:

Thomas V. Kelley, Bureau of Medi-
cal Devices (HFK-124), Food and
Drug Administration, Department of
Health, Education, and Welfare,
8757 Georgia Avenue, Silver Spring,
Md. 20910, 301-427-7190.

SUPPLEMENTARY INFORMATION:
The proposal upen which this final
regulation is based was published in
the Feoerai. REGISTER of September
30, 1977 (42 FR 52808} with correc-
tions published Qctober T, 1977 (42 FR
54574), November 1, 1877 (42 FR
57137), and December 2, 1977 (42 FR
61287). Interested persons were given
until November 29, 1977 to comment.

Eighteen comuments were received on
the proposal. The issues most often
-raised concerned the definition of 2 re-
stricted device, the clarification of var-
fous other definitions, the require-
menfs for maintenance of the histori-
cal file, and the requirement for semi-
annual updating. -

The final regulation is being adopted
substarntially as proposed, although
several changes have heen made in re-
sponse te the comments and to clarify
the language of the regulation.

DeFixITIONS

iI. Five comments objected to the
definition of the term “restricted
device” in proposed § 807.3¢i) (21 CFR

807.3(1)). These comments stated that

the Commissioner of Food and Drugs
must designate restricted devices by
regulations promulgated under section
520{e} of the act (21 U.S.C. 369j(e))
and could not, except by such regula-
tions, designate all prescription de-
vices under § 801.109 (21 CFR 8061.133)
as restricted devices.

The Commissioner maintains that
‘the devices that were prescription de-
vices under § 801.109 became restricted
devices under section 520(e) of the act
by operation of law on the date of en-
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actment cf the Medical Device Amend-
ments of 19786,

The issue, however, has been under
litigation. In three related cases,
EBecton, Dickinson and Company v.
Food and Drug Adminisiration;
United States v. Becfon, Dickinson
and Company, and In the Maltter of
Establishment Inspection of Bard-
Parker Division of Becton, Dickinson
and Company, the U.S. District Court
for the Korthern District of New York
ruled that FDA must issue regulations
classifying devices as “resiricted de-
vices.” 448 F. Supp. 776 (N.D. N.Y.
1978). appeal docketed, No. 78-6109
(2d Cir. June 5, 1978). The government
is appealing that decision to the U.S.
Court of Appeals for the Second Cir-
cuit,

Subsequent to the Becton decision,
two cother U.S. District Courts have
ruled on the prescription/restricted
device issue. In both cases, the courts
declined to follow the Becton decision,

The U.S. District Court of the Cen-
tral District of California sustained
FDA's position that heart pacemakers,
which previously were prescription de-
vices, are now “restricted devices,” and
granted FDA access to related records.
In the Batler of the Establishment In-
spection of American Technology, Inc.,
No. CV 78-1727-LEW (C.D. Cal., filed
June 14, 1978).

The TU.S. District Court for the Dis-
trict of Massachusetts granted a
motion to quash an administrative
warrant sought by FDA for records re-
lating to endotracheal fubes on the
basis that the warrant was tco general.
On the restricted device issue the
Court held: -

1 find. however, the device in question is a
“restricied device” by reason of having been
lmited to use by prescription only prior to
the enaciment of 21 U.S.C. 365] fand] is cov-
ered by 21 CFR £01.10%. I decline to follow
Becton, Dickinson v. FDA, 448 F. Supp. 776
(N.D. N.Y., 1978).

In  Re Administrative Warrant
Issued to the Food and Drug Adminis-
tration on July 27, 1978 Regarding
Portex, Inc. (D. Mass., filed July 28,
1978). The issue is pending also in two
retated cases before the U.S. District
Court for the Westernn District of Mis-
souri. Uniled States v. Skerwood BMedi-
cal Industries, Inc., et al. (No. 77-0890-
CV-W-Z) and In the Matter of Estab-
lishment Inspection of Sherwood Medi-
cal Industries, Inc. (No. 77-0265-CV-
W-Z). The definition of “restricted
device” {n § 807.3(f) is consistent with

the Commissioner’s position in those

proceedings.

2. Two comments suggested the defi-
nitions of “representative sampling of
advertisements” and “representative
sampling of any other labeling” in pro-
posed §867.3 (k) and (1), respectively,
need clarification because the phrase,
“gives a balanced picture of,” is con-

fusing. One comment suggested that
these definitions are unnecessary and
that the Commissioner should be re-
Giired to specify the nature of the ad-
vertisement and labeling material
whenever the agency makes a specifie
request for labeling md advertise-
ments.

The Commissioner agrees that the
definitions need clarification. There-
fore, the phrase, “a balanced picturs
of,” has been deleted from §807.3 (k)
and (1) in the final regulation. Bowev-
er, the Commissioner rejects the sug-
gestion that these definitions are un-
necessary becsuse they are needed to
explain terms used In §807.31(e} (2)
and (33 of the final regulation (21 CFR
807.31¢e) (Z) and (3)). Section 510(§)}1)
of the act (21 T.8.C. 360(j)(1)) requires
only that a “representative sampling”
of advertisements and labeling be sub-
mitted with device lists (Form FD-
2892). Therefore, the Commissioner is
not required to specify the mature of
the advertisements and labeling to be
submitted. Section 807.31, which
allows owners or operators to maintain
the advertisements and iabeling in a
historical file for their convenience,
does not impese any additional legal
requirements on the Commissioner to
specify the nature of the advertise-
ments and labeling, However, FDA re-
quests for representative sampling of
advertisements or any cther labeling
will, to the extent possibie, specify the
nature and the basis for the request to
further aid the owner or operator in
submitting advertisements and label-
ing

3. One comment asked why labels
and package inserts were excluded
from the definition of “representative
sampling of any other labeling” in pro-
posed §807.3(1). Ancther comment
questioned how the labeling for an
electronic instrument, which consists
of nameplates, technical manuals (or
instructign  sheets), specification
sheets, and advertisements relates to
the terms “label,” “package insert,”
and “any other labeling.”

The Commissioner realizes that both
the terms “label” and “package insert”
are included within the term “label.
ing.” as defined in section 201(m) of
the act (21 U.S.C. 321(m)). Neverthe-
less, section 51G(jX}1XBXii) of the act
provides that “the label and package
insert * * * and a representative sam-
pling of any other labeling” are re-
quired (see §807.31(e)3)). Thus, “any
other labeling” includes written, print-
ed, or graphic matter (other than the
label or package insert) (1) upon any
article or any of its containers and
wrappers or (2) accompanying such ar-
ticle (e.g., specification sheets, mainte-
nance manuals, technical manuals
which do not give instructions for the
use cf the device, and catalogs).
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In reference to the comment con-.

cerning electronic devices, the Com-
missioner notes that the definitions of
“label” and “Jabeling” In section 201
(k) and (o} of the act, respectively, are
controlling. To simplify greatly, a
“label” iy written Information on, or

attached to, a device; 2 “package

insert” iz any labeling accompanying
the device that gives instructions for
its use. (“Labeling” is & broad term en-
- compsassing both “label” and “package
insert.”) Therefore, for electronic de-
vices, nameplates would be considered
labels; technical manuals that inciude
instructions for use or instruction
sheets that accompany the device
would be considered package inserts:
and specification sheets would be “any
other labeling”—other than labeis or
package ingerts. Advertisements would
not be “labeling” unless they accompa-
ny the device.

- 4. A new definition has been added
to the final regulation. The term “ma-
terial change”
§ 807.3 a3 paragraph (m) to clarify re-
vised § 807.31(b). This Is discussed fur-
ther under the comments relating to
proposed § 807.31.

Wro Myst List

5. One ¢comment proposed that X-
ray manufacturers be exempted from
listing X.ray equipment and parts
with the Bureau of Medical Devices
because they are listed with the
. Bureau of Radiological Health. :

The Commissioner rejects this pro-
posal. Part 10062 of. Title 21 of the
Cede of Federal Regulations (21 CFR
Part 1402}, governing records &nd re-
ports issued under the authority of
section -360A of the Public Health
Service Act (42 U.S.C. 263i), provides
for initial and annuval reports to the
Buresu of Radiclogical Health. How-
ever, the reports only provide informa-
tion on operational characteristics of
electroric products relating to radi-
aticn emission. The authority in sec.
tlon 510 of the act iz much broader. It
authorizes the Commissioner to re-
quire the submission of labeling (as set
forth in: § 807.31¢a) and (b)) not merely
information relating to electromic
product radiation safety. In addition,
firms must supply other Information
on Form FD-2892, e.g., classification
Bame and number. Because the regula-
tlons issued under section 3604 of the
Public Health Service Act de not pro-
vide for the submission of information
required by these regulations, the
Commissioner concludes that owners
or operators of firms producing equip-
ment regulated by both the Burezus
of Radiclogical Eealth snd Medical
Devices must complete Form FD-2892
in its entirety. To eliminate duplica-
tiorn of requirements, the Bureau of
Medical Devices will review initial and
snnual reports submitted to the

has been added to-
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Bureau of Radiological Health under
part 1002 before contacting owners or
operators for labeling and advertise-
ments,

6. Section 807.20(a) (21 CFR
807.20{a)} provides that listing Infor-
mation may be submitted by the
barent, subsidiary, or affiliate compa-
ny for all the establishments under
the control of one of these organiza-
tlons when eperations ere conducted
at more than one establishment and
there exists joint ownership and con-
trol among &ll the establishmients.

One comment suggested that this
section be modified to provide that the
listing informstion may be submitted
by the parent, subsidiary, or affiliated
company for ail establishments *“in-
cluding foreign facilities.”

‘The Commissioner concurs with the
comment and has revised § 807.20(a) of
the final reguiation to include refer-
ence to foreign estsblishments. Sec-
tion 807.40(b) has aiso been changed
to permit a parent, subsidiary, or affil-
fate company of a foreign establish-
ment to list and maintain the histori-

cal file on behalf of the foreign estab-

lishment.

7. One comment requested elarifica-
tion as to whether registration end
listing are required only for firms en-
gaged in the manufacture, prepara-
tion, propagation, compounding, as-

sembly, or processing of “finished” de- °

vices. Also, the comment suggested
that firms manufscturing or selling
components of in vitro diagnostic
products for use in systems manufac-
tured by other firms, ¥ required %o
register and list, should be required to
submit labeling to the Food and Drug
Administration for review to protect
the public from exposure to products
not in compliance with eurrent in vitro
diagnostic labeling regulations.

The <Commissioner believes that
§ 807.20(a) as revised in this final regu-
lation adequately specifies whe must
register and list. Under $§807.20¢(a),
somié owners or eperators, in addition
to those engaged in the manufacture,
preparation, propagation, compound-
ing, assembly, or processing of “fin-
ished" devices, are required to list, e.g.,
owners or aperators that (1) repackage
or relabel a device, (2) manufacture
compeonents or accessories that are
ready to be used for any intended
health related purpcse and are pack-
aged or labeled for such health related
purpose {e.g., blood fillers and hemo-
dialysis tubing), or (3} manufacture
devices which of necessity must be fur-
theyr processed by & licensed practi-

tioner or other qualified person to-

meet the needs of a particular patient
(e.g. 2 manufacturer of ophthalmic
lens blanks), An owner or operator
should review $80765 (21 CFR
807.65). which discusses exemptions
from registration for device estzblish.

37981

ments. Any owner or operator who is
exempt from registration is exempt
from listing. In addition, zny owner or
operator is exempt from listing a par-
ticular device if the production of that
device does not subfect the cwner or
operater tc the requirement of regis-
tration.

In response to the second comment,
the Commissioner believes that
§807.31¢e) will enable FDA to secure
and to review labeling, when neces-
sary, of firms manufacturing or selling
components of in vitro dizgnostic de-
vices for use in systems manufactured
by cther firms, Accordingly, the Com-
missicner rejects the suggestion that
this material be submitied routinely to
FDA. .

8, Two comments stated that manu-
facturers of devices that do not enter
Interstate commerce should be specifi-
cally exempted from the provisions of
preposed § 807.20¢a). These comments
stated that the presumption of inter.
state commerce is rebuttable and that
some devices.do not enter conunerce at
These comments raise the question
of the applicablity of the regulation in
two situations: (1) Where a device Is
not marketed at all, and (2) where it is
manufactured and markeied only in-
trastate. The Commissioner advises
with respect to the first situation that
only those devices fn commercial dis-
tribution " (as defined in §867.3(h))
must be listed. In response to the
second issue, the Commissioner does
neot accept the implication in the com-
ment that section 51¢ of the act ap-
plles only to devices that have been
shown fo move in interstate com-
merce. Section 518(b) of the act re- -
quires the annual registration of every
establishment “in any State engeged
in the manufacture, preparation, prop-
agation, compeunding, or processing
of a drug or device * * ** See also sec-
tion 510(c} and (d) of the act relating
to initial and additfonal registration.
Similarly, section 310(h) of the act
provides: “Every establishment in any -
State registered with the [FDA] * ©

- shall be subject to inspection * * %"

Under sectior 5i6(j) of the act, of
course, any establisbhment required to
register may alsc be required to
.Submit listing {nformation.

The Commissioner notes that sec-
tion 510 of the act specifically does not
require a showing of movement in in-

~terstate commerce. Compare section
301(a) of the act (21 U.S.C. 331(a)} re- -
lating to the introduction of adulterat-
ed or misbranded devices into inter-
state commerce. When section 510 was
initially enacted in 1962 (Pub. L. 87-
781, Title IXI, §302), Congress specifi-
cally made findings that the registra-
tion and inspection of intrastate esab-
lishments were necessary because of
their impact on interstate commerce.
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See section 301 of Pub. L. 87-781. In
enacting the Medical Device Amend-
ments of 1876 (Pub. L. 94-295), Con-
gress further expanded FDA’s asuthori-
ty to regulate devices without regard
to specific showings of movement in
interstate commerce. See section
304¢a¥2) of the act (21 U.S.C.
334(aX2)), authorizing the seizure of
any adulterated or misbranded device
when and where found with no re-
quirement to establish interstate com-
merce, and section 702 of the act (21
U.8.C. 379s), establishing s presump-
tion of interstate commerce in other
regulatory matters Involving devices.
Congress expressly stated its intention
to expand FDA's intrastate authority
over devices in House Report No. 94-
853, Medical Device Amendments, Feb-
ruary 29, 1976, at page 15.

9. Twe comments suggested that the
requirement in proposed §80¢7.20a)
“tc submit a list of every device in
commercial distribution” be modified
to be consistent with the requirement
in propased §807.22(k) (21 CFR
807.22(b)) that “devices having vari-
ations in physical characteristics such
as size, package. shape, color, or com-
position should be considered to be
one device, provided the variation does
not change the function or intended
use of the device.” The comments
noted that § 807.22(b) does not require
the submission of a Hst includlng
“every” device, .

The Commissioner agrees with the
comment and has revised §807.20(z)
by eliminating the word “every” and
rephrasing the regquirement to read:
“to submit listing information for
those devices in commercial distibu-
tion.” )

10. Section 807.20¢{a)2) of the final
regulation has been changed to elimi-
nate duplicate listing by exempting an
owner or operator whe only manufac-
tures devices saccording to another
owner or gperator’s specifications for
commercial distribution by the owner
or operator initiating the specifica-
tions. As proposed, both parties would
have been required t¢ list the same
product.

TIME FOR LISTING

11. Several comments objected to
the imposition of the Decsmber 31,
1977 deadline for listing. These com-
mernts asserted that there was no re-
quirement to list devices with FDA
urntil FDA issued final device listing
reguiaticns.

The Commissioner notes that device
listing Is required by section 510(j) of
the act and is not dependent on the is-
suance of a final regulation. In the
PFepERAL REcISTER of December 28,
1976 {41 FR 56387), FDA gave notice
that device listing requirements would
be implemented in 1977. Form ¥FD-
2892 and the accompanying Device
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Listing Information and Instructions
were sent to Medical Device Establish-
ments in Octeber 1977 to enable device
listing by December 31, 1977. However,
the Commissioner has determined
that the regulation shall not become
effective until October 10, 1878, This
will allow ample time for submission
of forms by owners or operators who
did not réceive s listing packet in time
to list by December 31, 1877, or who
did not have sufficient time for other
reasons, such as contacting foreign
suppliers or affiliates. Section 807.21
has been changed accordingly. The
Commissioner believes that the effec-
tive date of October 16 1978, will alle-
viate the need of granting further ex-
tensions of time to submit the forms.

-12. One comment suggested that the
words “or as changes occur” be added
to the last sentence of proposed
§807.21, which requires an owner or
operator to “update its device listing
information every June and Decem-
ber.” This change will make §3507.21
consistent with 807.30(b), which re-
quires an owner or operator to update
its “device listing information during
each June and December or, at its dis-
cretion, at the time the change
occm-ll

The Commissioter agrees with the
comment and has changed § 867.21 by
adding the phrase “or, at its discre-
ticn, at the fime the change occurs.”

HBow To SuBMIT LISTING

13. Two comments suggested that
propoesed § 807.25(f) be revised to allow
the submission of computer-generated
forms in lieu of the listing forms pro-
vided by FDA: The comments alse sug-
gested that FDA assign blocks of num-
bers go that registered establishments
without access to a computer could
preprint their forms with various re-
petitive information.

The Commissioner observes that
proposed §807.22(k) provides that
tapes for computer input may be sub-
mitted if equivalent in all elements of
information specified in Form FD-
2882. The Commissioner would prefer
the submission of computer tapes.
However, should there be situzations
where it is not possible for the owner
or operator to provide a computer tape
compatible with FDA equipment, hard

copy computer output would be ac- .

cepted - as equivalent to computer

.tapes, provided that review and ap-

proval is secured from FD4A before
submission in accordance with
§ 807.22(b).

Upeon request to the Bureau of Medi-
cal Devices at the address given in
§ 807.22(a), FDA will provide blocks of
numbers to be used as the document
number by owners or operators who
prefer to preprint their own listing
forms.

14. One comment suggested that
proposed § 807.22(¢) be modified to in-
dicate that the initial distributor of an
imported device may submit device
listing information on behalf of a for-
eign establishment if the initial dis-
tributor is: (1) A parent, subsidiary, or
affiliate company of the foreign manu-
facturer where joint ownership and
control exist, as provided in proposed
§ 807.20, or (2) the only domestic dis-
tributor of that foreign manufacturer
and, in addition, submits to FDA a
letter from the foreign establishment
authorizing the initial distributor to
list and maintain a historical file on
the foreign establishment’s behalf.

The Commissioner has reviewed the
listing requirements for initial distrib-
utors and has made the following
changes in the final regulation to clar-
ify those requirements. Section
807.22(¢} has been changed to require
the initial distributor to submit form
FD-28%2 and to maintzin the histori-
cal file for those imported devices (1}
for which the specifications have been
initiated or developed by the initial
distributor or (2) which have been re-

. packaged or relabeled by the initial

distributor (see § 807.20(a) (1) and (2)).
The listing requu'ements in
§ 807.22(c¥3) remain unchanged from
proposed §807.22(c) if the initial dis-
tributor did not ipitiate or develop the
specifications for the device or repack-
age or relabel the device.

Section B06T.40(b) (21 CFR 3807.48(h)}
has been changed to allow a parent,
subsidiary, or affiliate company of the
foreign manufacturer or an initial dis-
tributor, who i= a sole initial distribu-
tor, to list and maintain the historical
file for a foreign manufacturer upon
meeting the other requirements in the
paragraph. The Commissicner notes
that the initial distributor may, in
turn, distribute the product to multi-
ple domestic distributors and still be
authorized tc list for the foreign es-
tablishment.

INFORMATION REQUIRED FoR DEVICE
LISTING

15. One comment stated that the
device listing information and instruc-
tions accompanying formn FD-2892
contain terms that are not adequately
defined and instructicns that are un-
clear and confusing.

The Commissioner believes that the
device listing information and instruc-
tions accompanying form FD-2892
give adequate directions for submit-
ting listing information for most situa-
tions. The agency will provide detailed
guidance in those situations where any
gwner or operator is confused as to
the appropriate procedures to follow
In listing devices. If many cwners or
operators need te have these instrue-
tions clarified, updated instructions
will be provided at a later date.
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18. One comment questioned the
statutery authority for question 4 on
form FD-2892, The question reads, “Is
the device, a3 labeled, intended for dis-
tribution to and use by the genersl
public?”’ The comment exprassed con-
cern that this information would be
used to classify a device as a “rest.rict-
ed” device,

The Commissioner ohserves t;hat sec-
tion 510(j) 1) (A) and (B) (1) and (ii) of
the act requires the submission of all
labels for each lsted device. If FDA
required all isbels to be submiifed
with form FD-2892, it could readily be
discerned whether the device, gs la-
beled, was intended for distribuiion to
and use by the general public. Ques-

tion 14 on form ¥FI-2892 aliows this

information to be provided to FDA
without requiring the submission of
all labels, which wouid otherwise
. burden owners or operators with the
additional ecosts of submimng all
labels.,

The agency will determine those de-
vices that are restricted devices in ac-
cordance with seetion 520¢(e} of the
zot. This determination is not depend-
ent on the answer {0 question 14. Alse,
the Commissioner notes thai under
section SiG(INIXD) of the act, FDA
may require the submission of .the

basis for determining that a device is,

not &  restricted
§ 807.31(e¥5)). . '

17. One comment objected to the re-
quirement in proposed §807.25(£X1)
that the device be identified by &
comnion ¢r usual name. The comment
stated that identlfving a device by &
common or ususl pame would require
the addition of that name to the label
in erder to avoid misbranding under
section 502(e} 2} of the act {21 U.S.C.

‘device - (see-

352(eX(2)). To relleve this problem, it .

was suggested that the term “common
or usual name” on form FD-28%2 be
changed fo “descriptive name.” .
The Commissioner notes that sec-
tion 510(J) (1) and (2} (A), (B), and (C}
of the act requires that upon initial
listing, discontinuance, or a resump-
tion of commercial distribution of a
device, its established name, as defined
In section 502¢e} of the act, must be
iisted. In section £02(eX(4) of the act,

2 %9 the term “c:tablished name” with
respect 10 2 device &i.eans (A) the applicakle
official name of the device designated pur-
sugnt to section 568, (B) If there is no such
name and such.device I3 an article recee-
nized In an official compendium, then the
official titie thereof in such eempendium, or
(C) if neither clause (A) nor clause (B} of
this aubparsgraph spplies, then any
commen or ususl neme of such device.

Because no official names have been
established for devices under section
508 of the act and few officlal names
for devices are recognized in an effictal
compendium, the common or usual
name must be provided to satisfy the

RULES AND REGULATIONS

established name requirement of sec-
tion 810¢4) (1) and (2) (A), (B), and (C).
The use of a “descriptive name” on
form FD-2892 would not comply with
the act.

The identification of a common or
usual name on forn: FD-2892 does not
change the requirement ef section
502(eX2) of the act that the estab-

lished name appear on the label to-

avoid misbranding. However, the Com-
missioner does not Intend tc use the
designation of the common or usual
name on form FD-2892 to enforce sec-
tlon 502¢(eX2) of the act because &
change in the common or usual name
does not require the updating of form
FD-2892 (sce §80T.3bXS) (21 CFR
807.30¢bX6M)).

18. One comment suggested that the
last phrase of proposed §807.25(f)X1),
which states “* ° * that has not been
included in any list of devices previ-
cusly submitted on form FD-2892,” be
changed to read “* * ° distribution
that has not been included in any list
of devices which have been previcusly
submitted to FDA,” because the pres-
ent wording of the section suggests
that more than ore device can be in-
cluded on a form ¥FD-2892. The com-
ment stated that this cornflicts with
proposed § 8067.22¢(b}, which states that
“g geparate form FD-2892 shall be
submitted for each- device or device
class listed with theFoodmdDmg
Administration.”

The Commissioner does not believe .

that there is any conflict between the
provisicns of §§807.25(fX1) eand
807.22(b). The suggested change to the
wording of § 807.25(f)(1) does not sig-
‘hificantly change the meaning of that
section and therefore is rejected. The
Commissioner, however, sgrees thst
cnly one device can be included on &
form FD-2892.

19. One comment suggested that
proposed § 867.25(f) (1) through (5) be
modified to use the exzct wording that
appears on form FI)>-2892, thus per-

mitting the reader of the regulation to.

know exactly what informstion has to
be supplied even though he does not
have 2 copy of form FI-2892,

The Commissicner agrees that, to
the extent possible, aii information to
be submitted on forn: FD-2882 should
be specified in the regulation. Section
8$07.25 has been changed accordingly.
Section 807.25(f3(1) has been changed
to specify that Usung knformation
shall state the classification number of
the device. Section 807.25(fX4) has
been changed to specify that listing in-
formation shall siate the establish-
ment type of avery domestic or foreign
device establishment under joint own-
ership and control of the owner or op-
erator at which the device is manufac-
tured. repacksged, or relabeled (see
paragraph 20 in this preamble), New
§ B0T.25(1X5) is added to specify that
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listing information shall state whether
the device as labeled is intended for
distribution te and use by the general
publlec. New §B807.25(fX6) has been
added to specify that listing informa-
tion shall state ail other general infor-
meticn on form FD-2892. Proposed
£ 807.25(£)(5) {redesignated §807.25()
(7)) has been changed and allows de-
scriptive Information other than label-
ing to describe the intended use of s
deviee when the owner or operator is
unable to find an sppropriate classifi-
cation name for the device. & copy of
form FI3-2892 may be obtained by con-
tacting FDA st the address indmated
in § 807.23().

20. One comment qu&stioned wheth-
er proposed §807.25(f3(4) should be
clarified by adding the words “domes-
tic or forelgn” before the words
“device establishment.”

The Commissioner agrees with the
comment and has changed the final
regulation accordingly. Bowever, only
these estsblishmernts under foipt cwn-
ership and control of the owner or op-
erator must appear on form FD-2892
{see paragraph 19 above).

UrnaTing DEVICE LISTING

21. Three comments suggested that
the filing ¢f premarket notifications
coupled with annual list updating
would satisfy the requirement of semi-
annual Hst updating and ease the
agency's administrative burden. -

The Commissioner with
the comment. Section 510(JX2) of the
act requires semiznnual updating. In
addition, certain informaticr required
under listing is not required under pre-
market notification. - Therefcre, the
filing of premarket potifications coup-
led with annuzal lst updating will not
satisfy the statute. ‘Alsc, the Commis-
sioner believes that the time Invoived
in submitiing updated Usting forms is
minimal, because, for most devices, a
form FD-2892 will be completed only
at the time of initial listine.

22. One comment suggested that
proposed § 807.30(b)4), which requires
updating device Uisting whenever there -~
is any materisl change In any informa-
tion previously submitted, be modified
because the proposed lanpgusge would
require updating any supplemental
sheets to form FD-2892, labeling sup-
piled under proposed § 887.25(fX5), or
labeling, advertising, and other infor-
mation required under proposed
§ 807.31. The comment indicated that
the modification should make this sec-
tion consistent with preposed
§ 807.22(b), propesed §307.30(b) (1)
and (2), end the device listing Informa-
tion and instructions accompanying
form FD-2892.

Another comment suggested that to
eliminate confusion, the word “materi-
al” in proposed §807.30(bX4) should
he changed to “substantial.” This com-
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ment also suzgested that proposed
§ 807.30 (2) through {c) be modified to
use the exact language of form FD-
2892.

The Commissioner notes that see-

. tion SL8(JK2)D) of the act requires an

updated submission for any material
change in any listing information sub-
mitted under section 510¢j)}1), which
states what information is required at
the time of initial listing, and section
510(1X2), which states what informa-
tion "is required after imitfal listing.
Proposed §807.36(b}4) is comsistent
with sections 516(JX2XD) ef the act
snd dees require the updsating of sup-
piemental sheets to form FiD-2892, Is-
beling suppiled wunder proposed
§ 807.25(f}(5) {now § 8O7.25(fXT} in the
final regulation), and labeling, adver-
tisements, and cther information re-
guired under §807.31. However, the
intent of proposed §807.30(bX4) wes
only to set forth the requirements for
updating the listing information on
form FD-2852, Therefore, to clarify
the requirements for updating form
FD-2892, proposed §807.30 has heen
changed in its entirety to specify those
changes €0 information required on
form FD-2892 which must be updated

™~ and the information that must be in-

cluded for each type of update speci-
fied in section 518¢i)(2} (A} t.hmugh
(D) of the act, -

Revised §807.30(2) specifi&s that all
changes must be made on form FD-
2892. Revised § 807.30(b) reiterates the
time when updating is required 2s In-
dicated in § 807.21. Revised
§ 807.30(k)(1) specifies the information
required when an owner or operator
introduces into commercial distribu-
tion a device identified with a classifi-
cation name neot currently listed. Re-
vised § 807.36(bX2) specifies the infor-
mation required when an owner or op-
erator discontinues commercial distei-
buiien of all devices with the same
classification name,’ Revised
§ 807.30(b)(3)} specifies the information
required when ¢commercial distribution
of a discontinued device Is resumed.
New §3807.30(b)(4) specifies the ipfor-
mation required when a classification
name for a previously listed device
with multiple classification names hsas
been ~ added or = deleted. - New
$ BOT.30(bX5) specifies the information
required when changes in ‘block 6, 7,
12, 12a, 13, 13a, 14, 15. 16, or 17 of
form Fi>-2862 coccur. Hew
5807.30(!})(6) indicates which changes
to the information required in § 867.25
do not require updating., Proposed
§ 807.30(c? has been deleted. .

‘Section 807.30, as revised, Is consist-

ent with all other sections of the regu-
lation and the information and
instxuctions booklet accompanying
form FD-2892 and does not refer to

“material” changes. .
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The suggestion that the exact lan-
guage of form FD-2392 be used is re-
jected ss being unnecessary. Form FD-
2892 and ifs accompanying device list-
ing informsation and instructions may
be obtzined by contacting FDA st the
address indicated in § 807.22(2).

23. One comment suggested that
proposed § 867.30(b)2), which requests
that the owner or cperator give the
reason for discontinuing commercial
distribution of a device, be deleted.
The comment suggests that the rea-
sons for discontinuing commercial dis-
tribution might constifute confidential
commercial information, and that fail-
ure to furnish the reason under the
optionsl terms of the proposed section
might give rise to conjecture of a dis-
creditable reason. The owner or opera-
tor should net be placed in this con-
flicting positicn.

-The Commissioner has reevaluated
this requirement. In light of the classi-
fication name approach to lsting, the
Commissioner agrees that such infor-
mation would not be meaningful, The
section is revised to delete the request
for the reason(s) for dlscontmumace of
ecmmercial distribution. .

ADDITIONAL LISTING INFORMATION

24. Two comments requested that a
date be specified in §8507.31 from
which maintenance of the historical
file is required. Six comuments stated
that s time limit should be set for the
retention of labeling and advertise-
ments in the historical file. Some of
the suggested time limitations includ-
ed any reasonable, valid time period
established by the manufacturer, §
years after the labeling or advertise-
ment has been introduced, or 1 year
after the device has been discontinued.

The Commissioner eoncurs with the
comments and has revised §807.31(s)
te specify the time from which owners
or operators shall maintsin labeiling
and advertisemenis in the historical
fiie, which is the date of initial listing,
Owners of operators shall meintain in
the file labeling and advertisements in
use on the date of initisl listing and in
use after October 10, 1978, but before
the date of inftial Hsting. Section
807.31¢2) has alsoc been changed to
specify which labeling and advertise-
ments must be retained in the histori-
cal file at the time of initial listing.
(This change i3 discussed in paragraph
25 in this preamble.}

The Commissioner has established a
time limit for retention of certain ls-
beling and advertisements for discon-
tinued devices in new § 807.31(¢). Gen-
erally, the owner ¢r operator may dis-
card labeling and advertisements 5
years after the date of the lsst ship-
ment of & discontinued device. HEowev-
er, if the device hae an anticipated
useful life of more than 5 years, the
owner or operator must retain, in the

historical file until the end of the an-
ticipated useful life of the device, the
labeling in use on the date of the last
shipment and 2 representative sam-
piing of all sadvertisements In use
during the 12 months immedistely
preceding the last shipment of & re-
stricted device. A retention period of 5
years after the last shipment of a dis-
continued device by an owWnier or cper-
ator was chosen because: (1) Devices
can be marketed at the retail level
long after discontinuance, {2} labeling
and advertisements are used tc pro-
mote the sale and indicate the use and
effectiveness of the device even after
it has been discontinued, and (3) com-
mercial distribution of devices is some-
times resumed after discontinuance. A
ionger period is reqguired for devices
with 2 longer useful life because regu-
latory preblems concerning labeling or
advertisements may occur throughout
the useful life of the device. The Com-
missioner has not established a time
limit for the retenticn of labeling and
advertisements for devices in commer-
cial distribution because lsbeling and
advertisements are relied upon by
uysers of the device even after they
have been discontinued by the manu-

" facturer. If the need for a time limit

on: the retention of labeling and adver-
tisements of devices in commercial dis-
tribution becomes necessary, the Com-
missioner will establish a time limit
that is necessary to protect the public
heslth,

28. One comment stated that section
510(IX1XB) (1) and i) of the act re-
quires only & record or file of the
isbels and labeling In use at the time
of initial lisiing. The comment states
that to require more than a file of cur-
rently used labels snd labeling clearly
exceeds the scope, intent, and legisia-
tive history of section S10(UXNIXB) (D)

-and (li) of the act. Apother comment

asserted that many changes in labels,
lazbeling, and advertising are typo-
graphical or otherwise inconsequential
and the requirement to keep all Izbels,
labeling, and advertisements would
place an unnecessary burden on the
owner or operator in the way of exces-

sive and .unproductive recordkeeping.

‘This comment suggested that only sig-
nificant, substantive changes in labels,
labeling, and advertisements be re-

‘tained

The Commissioner notes that sec-

- tion 810(jX(1) (A) and (B} ¢i) and (i) of

the act requires only that, upon initial
listing, an owner or operater must
submit: (1) A copy of ali labeling for
esch unrestricted device subject te sec-
tions 514 or 515 of the act (see
§ 807.31(a8X1}}; (2) & copy of all label-
ing and advertisements for each re-
stricted device (see § 807.31(a) (2)); and
{3} a copy of all labels, package inserts,
and a representative sampling of any
other labeling for each unrestricted .
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device that {s not subject to sections
514 or 515 of the act (see
§ 807.31{aX3N. However, section
S10(jX2XD) of the act requires the
submission of any material change in
any Information previcusly submitted
under section 510(JX1) (A} and (B} (1)
and (li} of the act.. Therefore, -the
.Commissicner rejects the contention
that only a record or file of the lahel-
ing In use at the time of initial listing
msy be required. However, the Com-
missioner agrees that only “material
changes” in labeling and advertise-
ments retained under § 807.31(2) must
be maintained in the historical file
and has added new § 807.31¢(b) accord-
ingly. (Proposed §807.31(b) has been
changed to § 807.31(e} in l;he final reg-
ulation.)

A definition of the term “material .

change” has been added in § 807.3(m)
to aid owners and operators in comply-
ing with § 807.31(b). The Commission-
er cohserves that & material change in
the labeling or advertisements for &
device may be evidence of & change in
the device requiring a premarket noti-
fication under §807.81{aX3) (21 CFR
807.81(a)(3)).

Also, the Commissioner notes that
the definition of “labeling” in section
201(m) of the ect includes all “labels”
and has shortened ihe phrase “labels
- and labeling’ to “labeling” in the final
regulation. :

28. Two comments asserted that the

cost of msaintaining the histerical file”

will become unjustifiably burdensome
on manufacturers of devieces in which
every lot produced has its cwn insert
" with the lsbel values for that lot, e.g.,

manufacturers of in vitro diagnostic
calibrator devices. The comments sug-
gested that Iabeling for a specific lot
of product should only be retained for
6 months beyond the expiration date
of the lot or 2 years after the date of
initial distribution.

The Commissioper recognizes that,
although there are some medical de-
vices in which every lot produced has
& unique lahel value (antisera, refer-
epce contrel seras, and calibration
standards) and may be produced toc
the same specifications, the biclogical
activity or known compesition differs
with each lot. For proper use, the spe-
cific sctivity or composition must be
determined and meade available to the
user. However, for the purpose of
maintaining the historicsl file, the Is-
beling that contains the sctual values
is not required, Therefore, the defini-
tion of “material change” in § 867.3(m}
excludes the labeling containing the
actusl values for each lot where the
biclogical activity or known composi-
tion differs with each lot produced

. and the product is labeled accordingly.
Nevertheless, the owner or cperator
must retain a copy of the labeling, as
required under § 807.31(a), and any la-
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beling to which a materizl change
occurs, 8s reguired under §807.31(b).
For example, if value ranges are pre-
printed and specitic values are added
for each lot produced, only 2 copy of
that labeling which includes the pre-
printed value ranges must he main-
tained.

27. Two comments suggested that
proposed §807.31(a) be moedified to

allow owners or operators who use sep- .

arate or central facflities for the repro-

" duction of labels, labeling, and adver-

tisements to have those facilities
maintain the historical file for the
documents they reproduce. This would
eliminate duplication of effort since
these facilities retzain a copy of all doc-
uments they reproduce. |

The Commissfoner agrees with the
comment and has added new
§ 807.31(d) to allow the contents of the
histerical file to be mainiained in
more than one location under certain
conditions set forth in that section.

28. One comment suggested that
proposed § 807.31(bX1) be modified to
include a definition of “gocd cause”
and to require that the Commissioner
gceompany any request under that
section with an explanstion of the rea-
sons for such request.

The Commissioner disagrees with
the suggestion to define “goocd cause™

because each request under §8¢7.3% -

will be made on & case-by-case basis.
However, proposed §207.31{bXL)
which hes been changed to
§807.31(eX2) In the final regulation,
requires that s reguest for 2ll adver-
tisements will, where feasible, be ac-
companied by an explanztion of the

- basis for the reguest.

28. The Commissioner has changed
proposed §807.31(b) to §807.31(e} in
the final regulation and made the fol-
lowing changes in accordance with sec-
tion B5i0(JK1) of the achk New
§807.31(eX1) requires that, upon re-
quest, all labeling for & device subject
to sections 514 or £15 of the act shall
be submitted to FDA In sccordance
with section S510{(}1XA} of the act.
Proposed §807.31(bX1) has been
changed to §807.31(eX2) and is dis-
cussed in paragraph 28 above. Fro-
posed § 807.31(bX2) has been changed
to §807.31(eX3) and requires that,
upon request, isbeling for an unres-
tricted device thsat is not subject to
sections 514 and 515 of the act shall be
submitted to FDA in accordance with
section SIe(N{IXBXiH). Proposed
§807.31(b)}3) has been changed to
§807.31(eX4). New §B07.3i(e)5) re-
quires that, upon request, a statement
of the basis upon which the registrant
has determined that the device {s not
& restricted device shsali be submitted
to FDA In sccordance with section
51003 X1XD) of the act. Proposed
§807.21hy (4) and (5) has been
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changed to §807.31{e) (8) and (T), re-
spectively.

NOTIFICATION OF REGISTRANT

36. One comment suggested that the
phrase, “does not establish that the
bolder of the registration is legally
gualified to deal in such devices and.”
be deleted from proposed §8087.35(c).
The comment contends that the legal
qualifications “to deal in such devices”
are not related to these regulations.”

The Commissioner disagrees with
the comument. Section 807.35(c) states
that the sssignment of a device listing
aumber does not establish any legal
qualifications of the owner or cperator
to deal in such devices. This statement
fs correct. The suggested modification
may imply by silence that an owrner oF
operastor with an sssigned device list-
ing pumber is legally qualified to deal
in such devices.

PROCEDURES FOR FOREIGR
'ESTABLISEMERTS

31. One comment asserted that pro-
posed §807.40 (b}, (¢}, and (d) sheuld
be deleted because: (1) The importer
of record must supply the name of the
forelgn manufscturer ¢f all devices
being imported and the reqguest for
registration of the forelgn manufee-
turer is merely duplication of paper-
work, (2) there are formidable obsta-
cles in requiring rather than reguest-
ing foreign meanufacturers to kst de-
vices, {3} the main focus of FDA's en-
forcement will rest on the hnporter,
and (4) the importer will bear the
legal end financial burden for faflure
on the part of the foreign manufactur- .
er to complete the listing require-
ments.

The Commisioner disagrees with
the comment. Listing by foreign estab-
lishments is required by section 5106}
of the act. Secticn 807.40(b) has been
changed to allow listing ou behalf of
the foreign establishment by s domes-
tic estabiishment or the Initial' distrib-
utor as provided In that section. If the
foreign estaklishment does not submit
Hsting information snd lsting Infor-
rmation is not submitted by 2 domestic
establishment or by an suthorized ipi-
tial distributor urnider § 807.4b), then
the. foreign establishment's products
will be subject to detention.

32. One eomment suggested that
proposed §807.40(b} be modiffed to
limit the requirements on foreign es-
tabiishments in proposed §807.25 to
only those foreign establishments who
sre not listed by & parent, subsidiary
or affiliate, or an initis) distributor.

The Commissioner believes thst the
revisfon of §807.40(bk) discussed in
paragraphi 14 sbove eliminstes this
problem. The requirement of §807.25
remains with the foreign establish-
ment. However, the requirement may
be ssatisfied by a parent, subsidiary or
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affiliate, or an initial distributor as
provided in § 807.4%(b).

33. Two comments suggested that
proposed § 807.40(¢c) should be modi-
fied to sllow the importation of 2
device after a premarket notification
has been filed rather than after the
device is listed. The comments assert-
ed that the premarket notification
should be sufficient until the device is
required te be listed.

The Commissioner concurs and has
changed § 807.40(c) to permit bmporta-
tion before listing. Although the
device does not need to be listed
‘before such importation begins, listing
must be made at the next interval
specified for updating device listing in-
formation in § 807.30(b). A premarket

potification must be submitted before

importation into the United States, if
such notice would be required (see
§ 807.81).

34. One comment suggested modify-
 ing proposed §3807.40(c) to allow de-
vices intended soclely for investigation-
al use to be imported or offered for
tmport during the period ending on
the ¢0th day after the date of promul-
gation of regulations prescribing the
precedures and conditions required by
section 826(g¥2) of the act.

The Commissioner does not believe
that the regulation should be changed
to reflect this interim pericd.

Note.—Interim fina) investigational device
exemption regulations were pubiished May
12, 1978 (43 FR 20726).

However, until final investigational
device exemption regulations are pub-
- Yshed, 2 foreign device whose labeling
jdentifies it as an Investigational
device can be Imported without the
product first being listed. The device
will have to comply with investigation-
al device exemption regulations when-
ever applicable.. The Commissioner
potes that investigational device ex-
emption regulstions are applicable for
fntrzoculsr lenses, , :

GerERaL PURPOSE ARTICLES

35. In the course of implementing
the Hsting procedures, FDA has re-
ceived several inguiries from manufac-
turers of in vitro diagnostic products
requesting guldance regarding the
intent of §807.85(c) which exempis
from registration “s manufacturer of
. general purpose earticles, such as
chemical reagents or laboratory equip-
ment whose uses are generally known
by persons irained in their use and
which are not labeled or promoted for
medical uses.” Copies of these Inguir-
{es are on file with the Hesaring Clerk
(HEFA-305), Feod and Drug Adminis-
tration, Room 4-85, 5600 Fishers Lane,
Rockville, Md. 20857. Many persons
were of the opinion that, even though
their in vitro disgnostic products were
previgusly exempted from drug regis-
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tration and listing, they would now be
required to register and Hst these
products with DA since § 807.65(c) in-
cluded the phrase “not labeled or pro-
moted for medical uses.” The persons
inquiring believed that promoting the
products for use in hospitals, clinical

‘laboratories, etc., would, in itself, be

interpreted as prometion for medical
use.

In the case of in vitro diagnostic
products, general purpose articles are
those products that have general Iabo-
ratory spplications but whose uses are
not solely in the cellection, prepara-
tion, and examination of specimens
taken from the human body. An in
vitro diagnostic product which is a
general purpose articie must have a
use or uses in other areas. Labeling for
these products must not make refer-
ence to the gpplication of the product
in any specific dianostic procedure and
must contain only product specifica-
tions and, when applicable, meet the
labeling requirements of §809.10(d)
(21 CFR 808.10(d)). When appropriate,
the labeling may alsc reference volun-
tary standards of purity, compesition,
calibration, ste., developed by organi-
zations such as the American Chemi-
cal Society or National Bureau of
Standards. i

The sale of in vitro diagnostic prod-
ucts that are general purpose articles
to clinical Jaboratories and other medi-
cal facilities where there is the prob-
ability of dizgnostic use does not, in
itself, mean that the products are
“promoted for medical use.” For ex-
smple, generally & preduct will not be
considered “promoted for medical use™
if the 1abeling contains no reference o
diagnostic use and the claims In the la-
beling do not differ from the claims in
the promotionsl material provided to
cther types of facilities (i.e., industrial
or educational) that also purchase and
use the products. .

In vitro dizgnostic products that
meet these requirements are general
purpose articles and exempt from reg-
istration and listing under §807.65(c).
However, in vitro diagnostic products

that are promoted and/or labeled as .

components or accessories to specific
diagnostic systems are not considered
general purpose articles. Therefcre,

- they are medical devices subject to

registration and listing as required by
§807.20.

EcoNOKIC ISnAc:

36. One comment stated that an in-
flation impact statement is necessary.
Several other commenis expressed
concern: with the cost of maintaining
the historical file,

The Commissioner potes that a copy
of the inflaticn impect assessment is
on tile with the Hearing Clerk (BEFA-
305), Food and Drug Administration,
Room 4-65, 5609 Fishers Lane, Rock-

ville, Md. 20857. Section 807.31 of the
final regulation provides for limita-
tions on the historical file that should

reduce the cost of maintaining the file

and allow cempliance with seciion
S§10(J}(1) of the act. The Commissioner
believes that the cost of maintaining
the historical file will be less than the
cost of requiring the industry to
submit labeling and advertisements
routinely along with device listing
forms. ¥ routine submission of label-
ing and advertisements were required,
most owners or operators would keep 2
copy of the labeling and advertise-
ments submitted for their own rec-
crds. Under the historical file system,
FDA will require actual submission of ’
such information only when it is nec-
essary to protect the public health.

NaTioNaL HEALTE-RELATED ITEMS COBE

37. In the preamble tc the proposed
listing procedures, FDA announced
that support for the National Health
Relzted Items Code (NHRIC) as a
system for the identification and num-
bering of marketed device packages
compatible with cther numbering sys-
tems such as the Natiopal Drug Code
(NDC) and the Universal Product
Code (UPC) would be limited.

T'he Commissioner observes that no
comments were received on this an-
nouncement. . Therefcre, FDA will
Iimit the support of the NERIC
system and no longer maintain the
NERIC datz base. Although there is
no requirsment to place # NERIC
number on device labels, those labelers
who wish to use the WHRIC system
should contact FDA st the Bureau of
Medical Devices, Device Registration
and lListing Branch., HFEK-124, 8757
Georgiz Avenue, Silver Spring, Md.
20910, ts obtsin a labeler code and
other information.

All iabelers who participate in the
system will be required¢ to develop
their own product code and perform
any required maintenance to the
number system such as adding new
codes or deleting cld product codes.
Those Izbelers currently participating
in the NERIC system may continue to
use the labeler codes assigned but are
instructed t¢ no longer submit update

- {information to FDA. :

Participants in the NHRIC system
ghould display the NHERIC number
prominently in the top third of the
principal display panel of the {mmedi-
ate container and of any outside con-
tainer labeling or wrapper. Owners,
operators, and distributors of in vitro
diagnostic products previcusly as-
signed NDC numbers may retain those
numbers, but are reqguired to change
the prefix N or NOC to H or HRI as
label revisions occur.

Therefere. under the Federal Food,
Drug, and Cosmetic Act {secs. 38i(p)
and (qX2), 501, 502, 508, 510, 518,
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76ica), 52 Stat. 1042-1043 as amended,
1049-1050 as amended, 1055, 76 Stat.
789, 794 as amended, 86 Stat. 562 as
amended, 80 Stat. 564-580 (21 U.S.C.
331 {p) and {(q)(2), 351, 352, 358, 360,
3601, 371¢a)) and under authority dele-
gated to the Commissiocner (21 CFR
5.1), Parts 2067, 607, and 807 are
amended as follows:

PARY 207—REGISTRATION OF PRO-
DUCERS OF DRUGS AND LISTING
OF DRUGS IN COMMERCIAL DIS-
TRIBUTION

1. In Part - 207, by amending
§ 207.65(1) by adding a sentence at the
end of the paragraph, as follows:

$207.65 Exemptions for ‘domestic estab-
lishments.

- L] L I - L]

(i) * * * This paragraph does not
exempt such persons from registration
and listing for medical devices re-
quired under Part 807 of this chapter.

PART 607—ESTABLISHMENT REGIS-
TRATION AND PRODUCT LISTING
FOR MANUFACTURERS OF HUMAN
BLOOD AND BLOCD PRODUCTS

2. In Part 607, by amending
§ 607.65(e) by adding a sentence at the
end of the paragraph, as follows: ‘

§ 69785 Exemptions for blood product es-
tablishments.

L] - L - L]

(e) * ** This paragraph does not
exempt such persons from registration
and listing for medical devices re-
quired under Part 867 of this chapter.

PART BO7—ESTABLISHMENT REGIS-
TRATION AND DEVICE LISTING
FOR MAMUFACTURERS OF DE-

VECES

3. The heading for Part 807 is re-
vised as set forth above and Part 807 is
amended as follows:

&. In Subpart A by amending §80%.3
by adding new paragraphs ), (§), k),
(1), and (m) to read as follows:

§807.2 Definitions. ) ‘.
. ‘ s @ . °

I}y “Restricted device” means s
device for which the Commissioner, by
regulstion under §801.10%2 of this
chapter or otherwise under section
526(e) of the act, has restricted sale,
distribution, or use only upon the writ-
ten or oral suthorization of a practi-
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tioner licensed by law to administer or
use the device or upon such other con-
ditions as the Commissioner may pre-
scribe.

(i} “Classification name” means the
term used by the Food and Drug Ad-
ministration and its classification
panels to describe a device or class of
devices for purposes of classifying de-
vices under section 5§13 of the act.

(k) “Representsative sampling of ad-
vertisements” means typical advertis-
ing material that gives the prometion-
al claims made for the device.

(1) “Representative sampling of any
other labeling” means typical labeling
material (excluding labels and package
inserts) thai gives the promotional
claims made for the device,

(m) “Material change” includes any
change or medification in the labeling
or advertisements that affects the
identity or safety and effectiveness of
the device, These changes may in-
clude, but are not limited to, changes
in the common or usual or proprietary
name, declared ingredients or compo-
nents, intended use, coentraindications,
warnings, or instructions for use.
Changes that are not materizal may in-
clude graphic layouts, grammear, or

-correction of typographical errors

which do not change the content of
the Iabeling, changes in lot number,
and, for devices where the biclogical
activity or khown composition differs
with each lot produced, the labeling
containing the actual values for each
lot. .

b. In subpart B by samending
§ 807.20, by revising the section head-
ing, introductory text of paragraph
(z), paragraph (aX2), and paragraph
(b), to read as follows:

§807.20 Who must register snd submit &
device st
(a} An owner ar cperator of an es-
tablishment not exempt under section
510¢g} of the act or subpart D of this

part who is engaged in the manufae-

ture, preparation, propagation, com-
peunding, assembly, or processing of a
device intended for human use is re-
quired to register and to submit listing
information for those devices in com-
mercial distribution, except that Hst-
ing information may be submitted by
the parent, subsidiary, or affiliate
company for all the domestic or for-
eign establishments under the control
of one of these organizations when op-

erations are conducted st more than

one establishment snd there exists
joint ownership and control among all
the establishments. The term “device”™
includes al) in vitro dizgnostic prod-
ucts and in vitro diagnostic biological
products not subject to Heensing under
section 351 of the Public Health Serv-
fce Act. An owmer or operstor is re-
quired to register its name, places of
business, and all establishments and to
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list the devices whether or not the
output of the establishments or any
particular device so listed enters inter-
state commerce. ‘The registration and
Hsting requirements shsall pertain to
any person who:

[ ] & . ® L]

(2) Mapufactures for commercial dis-
tribution a2 device either for itseif or
for ancther person. However, a person
who only manufactures devices ac-
cording to another person’s specifica-
tions, for commercial distribution by
the persen initiating specifications, is
not required to list those devices.

® L] * . L]

{b) No registration or Lsting fee is
required. Registration or listing does
not econstitute an admission or agree-
ment or determination that a product
is a device within the meaning of sec-
tion 201(h) of the act.

c. By ‘revising the section heading
and text of §807.21 to read as follows:

§ 80721 Times for esteblishment registra-
tion and device listing.

An owner or operator of an estab-
lishment entering into, or currently
engaged in, ap operation defined in
§ 807.3¢c) and not currently registered

. shall register the establishment by Oc-

tober 22, 1977, and submit device list.
ing by Cctober 10, 1978. An owner cr
operator of an establishment who has
pot previously entered into an oper-
ation defined in § 807.3(c) shall regis-
ter within 3¢ days after entering into
such an operation and submit device
listing information at that time. An
owner or operator of an establishment
shall update its registration informa-
tion apnually between November 18
and December 31 and shall update its
device listing information every June
and December or, at its discretion, at
the time the change occurs.

d. By revising the section heading
and text of § 807.22, to read as foliows:

§807.22 How and where to register esisb-
lishments and list devices.

{a) The first registration of a device
establishment shall be on form FD-
2891 (Initial Registration of Device Es-
tablishments). Forms are obtainable
on request from the Bureau of KMedi-
cal Devices (HFK-124), Food and Drug
Administration, Department - of
Health, Education, and Welfare, §757
Georgia Avenue, Silver Spring, Md.

- 20910, or from the Food and Drug Ad-

ministration district offices. Subse-
quent annusl registration shall he ac-
complished on form FD-28312 (Regis-
tration of Device Establishment),
which will be furnished by the Food
and Drug Administration before No-
vember 15 of each year to establish-
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ments whose registration for that year
was validated under §807.35(a). The
completed form shall be mafled to the
above-designated address before De-
cember 31 of that year.

(b) The Initial listing of devices and
subsequent June and December updat-
ings shall be on form ¥FD-2892 (Medi-
cal Device Listing). Forms are obtain-
able upop request as described in para-
graph () of this section. A separate
form FD-2892 shall be submitted for
each device or device class listed with
.the ¥Food anéd Drug Administration.
Devices having variations in physical
characteristies such as size, package,
shape, color, or composition should be
considered to be one device: Provided,
The variation does not change the
function or intended use of the device.
In lieu of form FD-2892, tapes for
computer fnput or hard copy comput-

_er output may by submitted if equiva-
lent in all elements of information as
specified in form ¥FD-2892. All formats
proposed for use in llev of form FD-
2892 require initial review and approv-
al by the Food and Drug Administra-
tion.

(¢} The listing obligations of the ini-
tial distributor within the Unrited
States of an imported device are satis-

- fied as follows:

(1) For those imported devices for
which the initial distributer has also
initiated or developed the specifica-
tions, form FD-2892 shall be submit-
ted and the historical file maintained
by the initial distributor. :

¢2) For those imported devices for
which the initial distributor repack-
ages or relabels the device, form FD-
2892 shall be submitted and the his-
torical file maintained by the (nitial
distributor.

(3) The imiti:zl distributor is not re-
quired to subnait a form FD-2892 for

" those impertec devices for which such
distributor did not initiate or develop
the specifications for the device or re-
package or relabel the device. Bowev-
er, the initial distributor shall submit,
for each device, the name and address
of the foreign manufacturer. Initial
distributors shall alse be prepared to
submit, when requested by the Food
and Drug Administration, the propri-
etary name, if any, snd the common or
usual name of each device for which
they are the initial distributors.

(4) The Iuitial distributor shall
update the information required by
paragraphs (¢) €1, (2), and (3} of this
section at the intervals specified in

" § 8917.30.

e. In § 807.25, by revising the section

heading and by adding new paragraph
1), to read as follows:
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§807.25 Enformation required or request-
ed for establishment regisiration znd

device listing.
E * [ ] & L

¢f) Form ¥D-2892 is the approved
form for providing the device listing
information required by the act. This
required information Includes the fol-
lowing: .

(1) The identification by classifica-
tion name and number, proprietary

name, and common, or usual name of

each device being manufactured, pre-
pared, propagated, compounded, or
‘processed for commercial distribution
that bas not been included in any st
of devices previously submitied on
form FD-2892.

(2) The Code of Federal Regulations
citation for sny spplicable standard
tor the device under section 514 of the
act or section 358 of the Public Health
Service Act.

¢3) The assigned Food and Drug Ad-
ministration number of the approved
application for each device listed that
is subject to section 585, 507, or 515 of
the act. -

(4) The name, registration number,
and establishment type of every do-
mestic or foreign device establishment
under joint ownership and control of
the owner or operator at which the
device is manufactured, repackaged, or
reiabeled. | .

{5) Whether the device, as labeled, is
intended for distribution tc and use by
the general pubiic.

(6} Other general information re-
quested on form FD-2892, ie, () if
the submission refers to & previously
listed device, as In the case cf an
update, the document number from
the initisl lsting document for the
device, (il) the reason for submission,
(iii) the date on which the reason for
submission oecurred, (iv} the date that
the form FD-2892 was completed, (V)
the owner's or operator’s name and
{dentification numbher,

1) Labeling or other descriptive in-
formation (e.g., specification sheets or
catalogs) adequate to describe the In-
tended use of 2 device when the owner
or operator is unable to find on the
Food and Drug Administration list in
the device listing package, an appro-
priate classification name for the
device,

f. By adding new § 807.3¢ to read as
follows: )

§807.3¢ Updating device listing informe-
© tien.

() Form FD-2892 shall be used to
update device listing information. The
preprinted original document number
of each form FD-2882 on which the
device was initially listed shall appear
in block 2 on the form subsequently
used to update the listing information

for the device and on any correspon-
dence related to the device.

(b) An owner or operator shall
update the device listing information
during each June and December or, at
its discretion, at the time the change
occurs. Conditiops that require updat-
ing and information to be submitted
for each of these updates are &s fol-
lows: ) .

¢1y If an owner or operaicr intro-
duces into commercial distribution 2
device identified with a classificztion
pame not currently listed by the
owner or operator, then the cwner or
operator must submit form FD-2892
containing all the information re-
quired by § 807.25(f).

(2} If an owner or operator discon-
tinzes commercial distribution of all
devices in the same device class, le.,
with the same classification name, the
owner or operator must submit form
FD-2892 containing the original docu-
ment numbér of the form FD-2892 on
which the device class was (nitizlly
listed, the reason for submission, the
dste of disecontinuance, the cwner or
operator’s name and identification
number, the classification name and
number, the proprietary name, and
the common or usual name of the dis-
continued device.

(3) If commercial distribution of 2

'diseontinued device identified on a

form FD-2862 filed under paragraph
(bX2) of this section is resumed, the
owner or operator must submit on
form FD-2892 a notice of resumption
containing: the original document
pumber of the form initially used to
list that device class, the reason for
submission, date of resumption, and
all cther information required by
§ 807.25(1).

(4) M one or more classification
names for s previously listed device
with multiple classification names has
been added or deleted, the owner or
operator must supply the original doc-
ument number from the form FD-2892
on which the device was initially listed
end 3 supplemental sheet identifying
the names of sny new or deleted elas-
sification names.

¢5} Other changes to information on
form FD-2822 will be updated as fol-
lows: : :

(i} Whenever a change occurs only in
the cwner or cperator name (block §)
or number (block T), e.g., whenever
one company’s device line is purchased

. by ancther cwner of operator, It will

not be necessary to supply & separate
form FD-2832 for each device. In such
cases, the new owner or operater must
foliow the procedures In §807.26 and
submit & letter informing the Food
snd Drug Administration of the origi-

" pal document number from form FD-

2662 on which each device was initially
listed for those devices affected by the
change in ownership.
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{ii) The owner or operator must also
submit update information whenever
changes occur to the responses to the
questions in bleocks 12, 122, 13, 13a,
and 14 on form FID-28%2, or whenever
establishment registration numbers,
estabiishment names, and/or activities
are added to or deleted from blocks 15,
16, and 17 of form FD-2892. The

ownier or operator must supply the

original document number from the
form FD-2892 on which the device was
Initislly listed, the reason for submis-
sion, and all other information re-
quired by § 807.25().

¢{6) Updating is not required if the
above information has not changed
since the previously - submitted LUst.
Also, updating is not required if
changes oveur in proprietary names, in
copimmon o usual names (blocks 1¢ and
11 of form FD-2892), or te supplemen-
tal lists oi unclassified components or
accessories,

g. By adding new § 807.31 to read as
follows: .

§807.31 Additisnat listing informatien.

{a)} Bach owner or operator shall
maintain & 1:i.torical file eontaining
the labeliny a:nd adveriisements in use
on the date of initial listing, and in use
after Octo!er 10, 1978, but before the
date of inicvial :isting, as follows:

(1) For eacl. levice subject to section
514 or 515 of tue act that is not a re-
stricied device, a ccpy of ali labeling
for the device; -

(2) For each i: stricted device, & copy
of ail labeling «ad advertxsements for
the device; .

(3) For each device that is neither
restricted oor subject to section 514 or
515 of the act, & copy of all labels,
package Inserts, and 2 representative
sampling of any other labeling,

(b)) In addition to the requirements
set forth in paragraph (a) of this sec-

tion, each owner or operator shall

maintain in the historical file any la-
beling or advertisements in which a
material change hss been made any-
time after initial listing.

{c) Each owner or operator may dis-
card labeling and advertizements from
the historical file as follows:

(1) Five year: after the date of the
last shipment ¢f 2 d!scontinued device
by an owner or operator,

¢iy All Iabelinz that was not in use at
the time of the last shipment of the
device may be ciscarded, and,

(1) All adveriisements may be dis-
carded, except for & representative
sampling of all advertisements in use
during the 12 months immediately
preceding the last shipment of & re-
stricted device,

(2) All labeling that was in use at the
time of the last shipment of a discon-
tinued device and & representative
sempling of sll advertisements in use
during the 12 months immediately
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preceding the last shipment of a re-
stricted device may be discarded 5
years after the date of the last ship-
ment of the device or at the end of the
anticipafed useful life of the device.

(d) Ldcation of the file:

(1} Currently existing systems for
maintenance of labeling and advertis-
ing may be used for the purpose of

maintaining the historical file as long -

as the informaiion included in the sys-
tems fulfills the requirements of this
section, but only if the labeling and
advertisements are retrievable in a
timely manner,

{2} The contents of the historical
file may be physically located in more
than one place in the establishment or
in more than one establishment pro-
vided there exists joint ownership and
control among ali the establishments
maintaining the historical file. If no

joint ownership and control exists, the

registered establishment must provide
the ¥Food and Drug Administration
with z letter authorizing the establish-
ment outside its control to maintain
the historical file.

(e) Each owner or cperator shall be

prepared to-submit to the Feod and.

Drug Adminisiration, only upon spe-
cific request, the following informa-
tion:

(1} For a device subject to section
514 or 515 of the act that is not a re-
stricted device, a copy of all Mbehng
for the device.

(2) For a device that is a restricted -

device, a copy of all labeling for the
device, a representative sampling of
advertisements for the device, and for
good cause, & copy of sll advertise-
ments for a particular device. A re-
quesit for all advertisements will,
where feasible, be accompanied by an
explanation ¢f the basis for such re-
quest,

(3) For a device that is neither a re-
stricted device, nor subject to section
514 ef 515 of the act, the label and
package insert for the device and a3
representative sampling of any other
labeling for the device.

(4) For a particular device, 2 state-
ment of the basis upon which the reg-
istrant has determined that the device
is not subject to section 314 or 515 of
the act.

(5)-For a particular device, a state-
ment of the basis upon which the reg-=
istrant has determined the device is
not a resiricted device. -

{68} For a particular device, a state—
ment of the basis for determining that
the product is a device rather than a
drug. .

(7) Por & device that the owner or
operator has manufactured for distri-
bution under a Jabel other than its
own, the names of all distributors for
whom it has been manufactursd.

h. In § 807.35, by revising paragraph
{c) to read as follows:
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§ 807.25 Noeotification of registrant.

L - L] L 4 .

(¢} Although establishment registra-
tion and device listing are required to
engage in the device activities de-
seribed in § 807.20, validation of regis-
tration and the assignment of a device
listing number in itself does not estab-
lish that the holder of the registration
is legaily qualified to deal in such de-
vices and does not represent & determi-
nation by the Food and Drug Adminis-
tration 2s to the status of any device.

i. By revising the section heading
and text of §807.37 to read as follows:

§ 807.37 Inspection of establishment regis-
tration and device listings.

{a) A copy of the forms FD-2891 and
FD-2891a filed by the registrant will
be available for inspection in accord-
ance with section 510(f} of the act, at
the Bureau of Medical Devices (HFK-
124), Food and Drug Administration,
Department of Health, Education, and
Welfare, 8757 Georgia Avenue, Silver
Spring, Md. 20¢16. In addition, there
will be available for inspection at each
of the Food and Drug Administration
distriet offices the same information
for firms within the geographical area
of such district office. Upon request,
verification of registration number or
Iocation of a registered establishment
will be provided.

{bX1) The following information
filed under the device listing require-
ments will be available for public dis-
closure;

({) Each form FD-2892 submitted;

(i) All iabels submitted; _

{{il) All l2zbeling submitted;

(iv) ALl asdvertisements submitted;

(v) All data or information that has
aslready become e matter of public
knowledge. .

{2} Reqguests for device listing infor-
mation identified in paragraph (bX1}
of this section should be directed to
the Burezu of Mediesl Devices (HFE-
124), Food and Drug Administration,
Department of Hesalth, Education, and
Welfare, 8757 Georgia Avenue, Silver
Spring, Md. 20910,

(3} Requests for device listing infor-

" mation net identified in paragraph

(b}1) of this section shall be submit-
ted and handled in sccordance with
part 20 of this chapter.

- §. In subpart C, by revising the sec-
tion heading and text of §807.40, to
read as follows:

§807.40 Eastshlishment regiatvation and
device listing for foreign manufactur-
ers of devices.

(a) Foreign device establishments
that export devices into the United
States are requested to register in ac-
cordance with the procedures of sub-
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part B of this part, unless exempt
under subpart D of this part.

{h) Foreign device establishments
that export devices Inte the United
States, whether or not the establish-
ment is registered, shall comply with
the device listing requirements unless
exempt from registration as stated in
§ 807.65. Those foreign owners or oper-
ators for which there exists joint own-
ership and control with a domestic es-
tablishment may have the domestic es-
tablishment submit listing informa-
tion and maintairn the historical file. A
foreign owner or operator may autho-
rize & domestic mnitial distributor te
submit listing information when joint
ownership and coptrol does not exisi,
only if:

(1) The domestic distributor is the
sole initial distributor for the foreign
owner or operator’s device; and

(2) The foreign owner or operator
submits & Istter to the Food and Drug
Administration authorizing the initial
distributor to list on fts behslf and
maintain the historical file.

(c) Except for a device imported or
offered for import that has in effect
an approved exemption for investiga-
tionsl use under section 526¢g) of the
act, 2 device may not be imported
front & foreign device establishment
into the United States unless it fs
listed at the interval specified for up-
dating device listing information in
§ 807.30¢b). The device listing informa-
tion shzall be in the English language.

{d) Foreign device establishmenis
shall subinit, as part of the device list-
ing, the name and address of the es-
tablishment and the name of the indi-
vidual responsible for submitting
device listing . informaticn. Any
changes In this informstion shall be
reported to the Food and Drug Admin-

- istration at the intervsls specified for
updating device listing infermation in
§ 857.30(b:.

Effective date: This regulation shall
be effective October 10_ 1978.
(Secs. 30L (D) and (qX2), 501, 502, 508, 510,
518, 701(a}, 52 Stat. 1042-1043 as amended,
1049-1050 as amended, 1055, 78 Stat. 789,
794 as amended, 86 Stat. 562 as amended, 90
Stat. 584-580 (21 U.S.C. 331 (p) and ¢(GX2),
351, 332, 358, 380, 360£, 3Ti(a)).)

* Dated: Acgust 16, 1978.

WiLiau F. RARDOLPH,
Acting Associate Commissioner
Jor Regulatory Affairs.
{FR Doc. T8-23757 Flled §-24-78; 8:45 am}

. STMMARY: The
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SUBCHAFTER E—~ARIMAL DRUGS, FEEDS, AND
RELATED FRODUCTS
PART 539—BULK ANTIBIOTIC DRUGS
SUBJECT TO CERTIFICATION

PART 540—PENICILLIN ANTIBIOTIC
DRUGS FOR ANIMAL USE

Sterile Amoxicillin Trihydrate; Sterile
Amonxicillin Trihydrate for Suspansion
AGENCY: Food and Drug Administra-
tion.

ACTION: Final rule,
regulations sare

amended to reflect approval of a new
animal drug application (NADA) {iled

by Beecham Laboratories. The NADA -

provides for safe and effective use of
sterile amoxicillin trihydrate for sus-
pension for treating certain bacterial
infections in dogs and cats. In addi-
tion, the regulations are amended to
provide for certification of the bulk
sterile amoxicillin trihydrate used in
the manufacture of sterile amoxicillin
trihydrate for suspension.

EFFECTIVE DATE: August 25, 1578.

FOR FURTHER INFORMATION
CONTACT:

Robert A. Ba.ldwin, Bureau of Vet-
erinary Medicine (HFV-114), Food
and Drug Adminisiration, Depart-
ment of Bealth, Education, and Wel-
fare, §60¢ Pishers Lane, Rockvilie,
Md. 20857, 301-443-3420.

SUPPLEMENTARY INFORMATION:
Beecham Laboratories, Division of
Beecham, Inc., Bristol, Tenn. 37620,
filed 2 HADA (55-091V) providing for
use of sterile amoxicillin for suspen-
slon for treating dogs for certain bac-
terial infections of the respiratory
treet, genitourinary tract, gastrointes-
tinal tract, bacterial dermasatitis, and
soft tissues, and cats for certain infec-
tions of the upper respiratory tract,
genitourinary. tract, gastrointestinal
tract. skin, and soft tissues. A compan-
fon spplication form 6, 63-015, pre-
vides for certification of the sterile
smoxicillin trihydrate used In the

manufacture of the drug.
In accordance with the freedom of
information regulations and

§514.11(eX2)(f} of the animal drug
regulations (21 CFR 514.11(eX2)XiiN, a
summary of the safety and effective-
ness data and Information submitted
to suppeort approval of this spplication
is released publicly. The summary is
available for public examination at the
office of the Hearing Clerk (HFA-205),

Room 4-85, 6600 Fishers Lane, Rock-

ville, Md. 20857, between 2 a.m. and 4

p.m., Monday through Friday.
‘Therefore, under the Federal Food,

Drug, and Cosmetic Act (sec. 512 (),

(n), 82 Stat. 347, 350-351 (21 US.C.
360b (), (nM} and under authority del-
egated to the Commissioner of Food
and Drugs (21 CFR 5.1), parts 539 and
540 are amended as follows:

1. Part 539 is amended in subpart A
by adding new §5393 te read as fol-
lows:

§539.3 Sterile amoxicillin trihydrate.

(2) Requiremenls for certificaiion—
(1) Standards of identily, sirength,
guality, and purity. Amoxicillin trihy-
drate is the trihydrate form of D(~) a-
amino-p-hydroxybenzyl penicillin, It is
so purified and dried that:

¢{i) Its potency is not less than %00
micrograms and fnot nore than 1,050
micrograms of amoxicillin per milli-
gram on an anhydrous basis.

(i) It is sterile.

(iil) It is nonpyrogenic.

(iv} It passes the safety test.

{v) Its moisture content is npot less
than 11.5 percent and not more than
14.5 percent.

(vl) Its pE in an agueosus solution
containing 2 milligrams per milliliter
is not less than 3.5 and not mere than
8.0,

(vil) Its amoxiecillin content is not
less than 20 percent on zn anhydrous
basis.

(viil} The acid-base tit,mt.ion concur—
dance {s such thst the difference be-
tween the percent amoxicillin content
when determined by nonagueous acid
titration and by menaquecus base ti-
tration Is not more than 6. The poten-
ey acid titration concordance is such
that the difference between potency
value divided by 10 and the percent

‘amoxicillin content of the sample de-

termined by the nonagueous acid ti-
tration is net more than 8, The poten-
cy-base tiiration concordance is such
that the difference between the poten-

¢y value divided by 10 and the percent

amoxiciilin content of the sample de-
termined by the ponagueous base ti-
tration Is not more than §.

(ix) It is erystalline.

(x) It gives a positive identity test
for amoxiciliin trihydrate.

(2) Labeling. In: addition to the lahel-
ing . requirements prescribed Dby
§432.5(b) of this chapter, this drug
shall be isbeled “amoxiciilin”,

(3) Requests for certification’ scm-
ples. In addition to complying with the
requirements of §514.50 of this chap-
{er, each such request shall contain:

{1} Results of tests and assays on the
batch for potency, sterility, pyrogens,
safety, moisture, pH, emoxicillin con-
tent, concordance, crystallinity, and
fdentity.

{ii} Samples required:

{a) For all tests except sterility: 10
packages, each containing approxi-
mately 600 milligrams.
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